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Sir: 

I, Eyal Talor, do hereby declare and state as follows: 

1. I am a citizen of the United States of America. 

2. I am the inventor of the invention disclosed and claimed in 
the above-identified application. 

3. In 1987, I received a Ph.D. in Microbiology and Immunology 
from the University of Ottawa (Ontario, Canada) and 
completed a Post-Doctoral Fellowship at Johns Hopkins 
University in 1998 and have been involved in cellular 
immunity, autoimmunity, infectious disease and cancer 
research since the mid 1980' s. 

4. My Curriculum Vitae is attached hereto. 

5. In order to demonstrate that the novel cytokine mixture is a 
unique mixture of cytokines having only trace amounts of 
IL-12 and an IL-8 to IL-2 ratio of 411, the following 
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experiments were conducted and carried out by me or under my 
directions and supervision. 

Experimentation 

The following experiment provides a characterization chart 
of a novel mixture of cytokines by ELISA (Enzyme Linked 
Immunosorbant Assay) of both detected and undetected components 
in the cytokine mixture. The experiment ascertains the 

characteristics of different lots of the novel cytokine mixture 
as measured by commercially available cytokine assays (ELISA 
assays) . 

In particular, the cytokine mixture characterization Table 1 
shows that the mean value of IL-8 in the cytokine mixture is 
164,404 pg/mL. The mean value of IL-8 (164,404) divided by the 
label claim for IL-2 in the finished product, 400 IU of IL-2 
(where IU represents International Units for Interleukin-2 given 
in World Health Organization 1 st International Standard for Human 
IL-2, 86/504) results in an IL-8 to IL-2 mean ratio of 411. 

Table 1 also shows that the cytokine mixture only has trace 
amounts of IL-12 having a mean value of 42 pg/mL. The range of 
IL-12 in the cytokine mixture is 28 pg/mL to 67 pg/mL with the 



2 



USSN 10/611,914 

TALOR 

mean value of 42 pg/mL where the number of lots of the finished 
product sample is five. 

1 . Material and Methods 

1.1 Cytokine mixture 

The novel cytokine mixture was produced in accordance with 
Master Batch Records developed specifically for the manufacture 
of the novel cytokine mixture under Current Good Manufacturing 
Practice (cGMP) provided in 21 C.F.R. § 211.186 for the 
manufacture of a product for human use. 

Three independently manufactured lots of the cytokine 
mixture were produced and tested independently for the presence 
or absence of each of the different commercially available 
cytokines and small biological molecules. 

1.2 Cytokine and other small biological molecules ELISAs used 
in the characterization of the novel cytokine mixture 

Commercially available cytokines and other small biological 

molecules ELISA assays were purchased from commercial vendors and 

assessed in house for their ability to measure a known amount of 

analyte such as cytokine or small biological molecules (thought 

to be present in the novel cytokine mixture) . These included the 
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following ELISA assays: IL-la, IL-lp, IL-2, IL-3, IL-4, IL-6, 
IL-7, IL-8, IL-10, IL-12, IL-15, IL-16, TNF-a, IFN-y, GM-CSF, 
TNF-3, SCF, LIF, 6k-PGFla, Angiogenin, FGF-basic, sE-Selectin, 
EGF, EPO, G-CSF, sICAM-1, IFN-a, LTB4, LTC4, MlP-la, MIPl-p, 
PDGF-AB, PGE 2 , TfR, TGF-p 2 , TxB2, and RANTES . 

1.3 ELISA Assay Testing Procedure 

In order to ascertain the presence or absence of a 
particular cytokine or small biological molecule in the novel 
cytokine mixture, each lot of the finished product as well as the 
manufacturing intermediates for the same lot were tested in the 
cytokine and other small biological molecule ELISA assays. Each 
lot of the three independently produced lots of the cytokine 
mixture was tested at least twice in at least two independent 
ELISA assays. Each ELISA assay was performed independently of 
the other ELISA assay. The analysis of each ELISA assay's 
quantitative results is set forth in Tables 1-3. 

2. Results 

2.1 Table 1 

The following detected cytokines and small biological 
molecules in the cytokine mixture are shown as follows in the 
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Table 1. 



Table 1 



Detected in the 
cytokine mixture 


Mean 
pg/mL (a) 

• 


IL-la 


300 


IL-13 


443 


IL-2 


405 (b) 


IL-3 


211 


IL-6 


18, 208 


IL-8 


164, 404 


IL-10 


1,219 


IL-12 


42 


IL-16 . 


735 


TNF-a 


2, 913 


IFN-y 


2, 082 


GM-CSF 


1,389 


TNF-p 


723 


6k-PGFla 


61 


EGF 


109 


G-CSF 


1,188 


SICAM-1 


3.5 <c ' 


LTB4 


15 


MIP-1 a 


12, 347 


MIP-1 p 


9, 103 


PDGF-AB 


60 


PGE 2 


1,819 


TfR 


3.5 ,c > 


TxB2 


9, 718 


RANTES 


1, 008 



(a) Measured by Commercially available ELISA 

(b) Expressed as IU/mL (Measured, Label claim is 400 IU/mL) 

(c) Expressed in ng/mL 
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2.2 Table 2 

The following undetected or below detection levels of 
cytokines and other small biological molecules in the cytokine 
mixture are shown in the Table 2. 



Table 2 



Not detected in the 


Mean 


cytokine mixture 


pg/mL (a) 


IL-4 


<31 ,c ' 


IL-7 


<16 ,c ' 


IL-15 


<3.9 (r> ' 


SCF 


<31 lc ' 


LIF 


<31 <D ' 


Angiogenin 


<78 (t " 


FGF-basic 


<10 <e ' 


sE-Selectin 


<600 (C) 


EPO 


<2 0 ,r " tc ' 


I FN- a 


<2 6 (e ' 


LTC4 


<2 5 (C) 


TGF- p 2 


<31 to ' 



(a) Measured by Commercially available ELISA 

(b) The limit of detection of the specific ELISA assay 

(c) Expressed in mlU/mL 



2.3 Table 3 

The ratio range of various cytokines and small biological 
molecules to IL-2 are shown in Table 3 where IL-2 was fixed at 
the label claim of 400 IU/mL, IU being International Units for 
Interleukin-2 given in World Health Organization 1 st 
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International Standard for Human IL-2, 86/504. 



Table 3 



j_ 1 • J ■ J 1 

Cytokine present m the 
cytokine mixture 


Ratio range to IL-2 
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TNF-a 


3.2 - 11.3 


IFN-y 


1.5 - 10.9 


GM-CSF 


2.2 - 4.8 


TNF-3 


1.17 - 2.43 


6k-PGFla 


Trace 13 ' 


EGF 


0.267 - 0.283 


G-CSF 


2.16 - 3.78 


sICAM-1 


Trace 13 ' 


LTB4 


Trace 13 ' 


MIP-1 a 


15.7 - 37.16 


MIP-1 p 


17.1 - 28.5 


PDGF-AB 


Trace 13 ' 


PGE 2 


3.63 - 5.42 


TfR 


Trace' 3 ' 


TxB2 


23.47 - 25.13 


RANTES 


2.3 - 2.7 



(a) Trace = Detected at levels just above the level of 

detection of the specific ELISA assay (in the matrix, 
"The Novel Cytokine Mixture", Leukocyte Interleukin 
Injection - finished product) . 
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CONCLUSION 



Based on the experiments above, it has been demonstrated 
that the mean value of IL-8 (164,404) divided by 400 IU of IL-2 
is 411. 

It has also been demonstrated that the cytokine mixture only 
has trace amounts of IL-12 having a mean value of 42 pg/mL 
wherein the value of 42 pg/mL is in the range of 28-67 pg/mL. 

I hereby declare that all statements made herein of my own 
knowledge are true and that all statements made on information 
and belief are believed to be true; and further that these 
statements were made with the knowledge that willful false 
statements and the like so made are punishable by fine or 
imprisonment or both, under Section 1001 of Title 18 of the 
United States Code, and that such willful false statements may 
jeopardize the validity of the application or any patent issuing 
thereon . 
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Fax (work): 410-358-1647 
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Dr. Talor is a clinical cellular immunologist with over 18 years of clinical research and development and 
industrial manufacturing experience. He has significant expertise in managing clinically oriented research 
and development of drugs for immunotherapy application. His expertise includes cGMP manufacture, 
Quality Control testing, and the design and build out of GMP manufacturing and testing facilities. He also 
served as Director of Clinical Laboratories (certified by the State of Maryland) and has experience in the 
design of clinical trials and GCP requirements. Dr. Talor has broad experience in the different aspects of 
product assay and development, analytical methods validation, raw material specifications, and QC tests 
development under FDA/GMP, U.S. P., and ICH guidelines. He has extensive experience in the 
preparation of documentation for IND and other regulatory submission. His areas of expertise 
encompass immune response assessment, and he has published a number of reviews on immune 
regulations in relation to clinical immunology. 



EDUCATION 



Post Doctoral Fellow, Department of Immunology and Infectious Diseases, the Johns Hopkins University, 
School of Hygiene and Public Health, 1987-1988 

Ph.D. (Summa Cum Laude), Immunology and Microbiology, University of Ottawa, 1987 
B.S. (Cum Laude with honors), Animal Physiology, University of Ottawa, 1983 
B.S., Biology, University of Ottawa, 1982 
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CEL-SCI Corporation 



CBL Inc., (CEL-SCI Corp.) 
SRA Technologies, Inc. 



The Johns Hopkins University 



-Senior Vice President of Research and Manufacturing 1998- Present 

-Vice President of Research and Manufacturing 1994 - 1998 

Scientific Director and Secretary PRAL Laboratories 1994 - 1997 

-Director, Research Manufacturing and Quality Control 1993 - 1994 

-Director, Clinical Laboratory 1993 - 1994 

-Principal Scientist, 1991 - 1993 

-Director, Flow Cytometry Laboratory, 1991 - 1993 

-Director, Clinical laboratory (Certified, State of Maryland, USA), 1992 - 

1993 

-Regulatory Affairs and Safety Officer, 1992 - 1993 

Academic Appointments, 1987 - Present 

Department of Molecular Microbiology and Immunology 

-Research Associate and Lecturer, 1987 - 1991 



Ottawa Civic Hospital 



-Adjunct Associate, 1991 - Present 
-Teaching Assistant, 1985 - 1986 



University of Ottawa 



-Teaching Assistant, 1983 - 1984 



Center for Technical 
Education (under the auspices 
of the Tel-Aviv University) 



-Research Coordinator, 1978 



EXPERIENCE 



As Senior Vice President of Research and Manufacturing for CEL-SCI Corporation, Dr. Talor is charged 
with all research and manufacturing activities and scientific operations of the company, including the 
overseeing of the R&D, manufacturing and scale up, under cGMP, of parenterals for clinical 
investigational use. Dr. Talor is also in charge of overseeing QC, process and assay development, 
validation, and drug product and biologies, and tissue culture research and development. Dr. Talor has 
made a number of discoveries and proprietary (trade secrete) improvements to both product and process, 
including specialized process and fill/finish equipment. He designed a bulk manufacturing and a fill and 
finish facility for the product. He also designed, oversaw the construction, build out and equipping of 
PRAL laboratories, CEL-SCI corporation's QC, R&D, and service laboratory. As Scientific Director, he 
was in charge of all the scientific and administrative operations of the laboratory. At PRAL laboratories, 
Dr. Talor was also in charge of assay development, validation, and testing services for industry, 
government and academia under GMP/GLP. Dr. Talor has managed multi-million-dollar budgets and up 
to 40 professionals. 

As the senior scientific officer of the Company, Dr. Talor is involved in business development, and is a 
point of contact for negotiations of product and process assessment and product/process acquisition and 
in-licensing activities. 

In the capacity of Director of Research, Manufacturing and Quality Control and Director of the Clinical 
Laboratory, at CBL Inc., (in support of CEL-SCI Corp.) Dr. Talor directed the scientific and administrative 
operations of a manufacturing pilot facility involved in the manufacture of parenterals for clinical 
investigation. He also headed the research and development of various scientific methods and assays in 
support of product QC. In addition, he headed the process development team in support of product 
development. 

As a Principal Scientist with SRA technologies, Inc., Dr. Talor directed the scientific and administrative 
operations of a multi-million dollar contract with the U.S. armed forces, managing a team of 23 research 
professionals. In this capacity he lent his expertise in immunolobiology for the development and 
assessment of immunocompetence in retroviraly infected patients. He developed and utilized cellular and 
humoral immune tests for the evaluation of patients undergoing therapy for acquired immunodeficiency 
disease syndrome. 

While at SRA, Dr. Talor design, implemented, and directed a BL-3 flow cytometry facility with efforts 
concentrated in cell phenotyping and cell sorting of HIV infected patients. In addition, he functioned as 
Director of Clinical Laboratory and was involved with CAP, FDA, and CDC accreditation and monitoring 
programs. In the capacity of Regulatory Affairs and Safety Officer, Dr. Talor was in charge of standards, 
certification, development and implementation of quality control and quality assurance programs and 
compliance with CAP, FDA, CDC, State, and GLP requirements. 

Before coming to SRA, Dr. Talor directed the technical and administrative operation of the Immunology 
and Infectious Diseases laboratory at the Johns Hopkins School of Hygiene and Public Health. He 
directly supervised the senior technical staff and the postdoctoral fellows in the laboratory. As an expert 
in cellular immunology and particularly immunoregulation, he was regularly consulted by other 
investigators both from within the Johns Hopkins School of Public Health and School of Medicine and 
outside of the University on the many aspects of immune regulation. 



While at Johns Hopkins School of Public Health, Dr. Talor developed an in vitro assay to assess immune 
suppression in vivo with the use of cell transfer to SCID mice. He also was involved in research and 
development of a field assay kit for the detection of schistosomal secerial antigen in Third World Water 
reservoirs. Other research interests of his are the effect of UVB exposure in vivo on the immune 
response in humans. In this instance he developed an in vitro assay that was correlated to the in vivo 
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effect of UVB on the immune system of humans. Through collaborative work, in a team lead by Dr. Talor, 
he was involved in the development of a biologically derived suppressor factor for use in humans (at 
University of Ottawa.) 

Dr. Talor is committed to the enrichment of educational programs in immunology and is involved in the 
teaching of immunological aspects in various courses in the Department of Molecular Microbiology and 
Immunology at the Johns Hopkins Bloomberg School of Public Health. He also coordinates and teaches 
a course in clinical immunology at the graduate level at the Johns Hopkins School of Public Health in 
conjunction with the School of Medicine. 

Prior to his academic career, Dr. Talor was a Research Coordinator at the Center for Technical Education 
(under the auspices of the Tel-Aviv University). In that capacity he coordinated the testing and evaluation 
of scholastic aptitude tests, administered to high school students, managing 30 professional personnel. 



ADDITIONAL TRAINING 

Paramedical Training, Israeli Defense Forces (IDF), Israel, 1978 

Psychometric Tester, Chief Coordinator of the Evaluation of Air Force Pilot Candidates, IDF, Israel, 1975- 
1978 

General Survey of Physics and Computers, Summer Course, Bar-llan University, Israel, 1973 
Youth Scientist Course, Microbiology, Bar-llan University, Israel, 1972-1973 



PROFESSIONAL AFFILIATIONS 

American Association of Immunologists 
Clinical Immunology Society 

American Association for the Advancement of Science 



PATENTS and INVENTIONS 
Patents: 

US Patent Application No. 10/111,602 : "Peptide Constructs for Treating Autoimmune and Related 
Diseases" 

US Patent Application No. 1 0/682, 979 :"A Standardized Serum Free and Mitogen Free Cytokine Mixture 
and a Production Process Thereof 

US Patent Application No. 10/611,914 : "A Method of Pre-Sensitizing Cancer prior to Treatment with 
Radiation and/or Chemotherapy and a Novel Cytokine Mixture" 

US Provisional Patent Application : "Method of Treating Diseases of Viral Ethiology with Immuno-Boosting 
Compounds" 



Inventions: Numerous (Trade Secrets) process and product 
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• Member, Board of Directors, BZD, Baltimore, 1998-Present 

• Member, Board of Directors, PRAL, Laboratories, Inc., 1994-1997 

• Executive Board Member, Board of Directors, U.S. -Israeli Biotechnology Council, 1995-2001 

• Executive Board Member, Greater Baltimore Committee, Technology Council, 1995-1997 

• Member, Greater Baltimore Committee, Technology Transfer Committee, 1995-1997 

• Ad hoc Reviewer, Cellular Immunology, 1 987-Present 

The Journal of Immunology, 1 987-Present 
Clinical Immunology and Immunopathology, 1988-Present 
European Journal Of Immunology, 1990-Present 
Vaccine, 2001 -Present 
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